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 Variant Influenza H3N2
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Update: Multistate Outbreak of Fungal Meningitis and Joint Infections
Associated with Contaminated Steroid Medications

Summary

The Centers for Disease Control and Prevention (CDC) and the Food and Drug Administration (FDA)
continue to work closely with state public health departments on a multistate investigation of fungal
meningitis and joint infections among patients who received a methylprednisolone acetate injection
prepared by the New England Compounding Center (NECC) in Framingham, Mass. Some of these
patients who received epidural injections also suffered strokes that may have resulted from their
infection. This HAN notice provides updated information on the following:

e Status of the investigation.

e FDA issuance of a MedWatch Safety Alert on October 15 advising clinicians to follow-up with
patients who received an injectable NECC product, including any ophthalmic drug that is
injectable or used in conjunction with eye surgery, and a cardioplegic solution purchased from or
produced by NECC after May 21, 2012.

e Recommendations for clinicians.

e Case definition.

Background

CDC, in collaboration with FDA, state public health departments, and state boards of pharmacy, has been
investigating an ongoing outbreak of fungal infections associated with a contaminated steroid medication,
preservative-free methylprednisolone acetate (80mg/ml) prepared by the New England Compounding
Center, in Framingham, Mass. CDC and state public health departments are actively coordinating
outreach to patients who have been exposed to this contaminated medication.

As of October 16, 2012, a total of 233 cases, which includes 2 peripheral joint infections and15 deaths,
have been reported in 15 states (see CDC’s website for up-to-date information about case count and
distribution by state). The fungus Exserohilum rostratum has been reported in clinical specimens from
multiple patients with fungal meningitis and with other spinal infections (e.g., epidural abscess). CDC and
FDA continue to investigate the possibility of contamination with additional organisms. At this time, one
clinical specimen has tested positive for the fungus Aspergillus fumigatus, and another has tested positive
for the fungus Cladosporium. Fungal meningitis is not transmitted from person to person.

The clinical presentation of infected patients with fungal meningitis remains consistent with that described
in previous reports: onset of symptoms is typically between 1 to 4 weeks following injection with a variety
of symptoms, including fever, new or worsening headache, nausea, and new neurological deficit
(consistent with deep brain stroke). However, fungal infections can be slow to develop, and there are
reports of longer periods between injection and onset of symptoms; and, therefore, patients and their
doctors need to watch closely for symptoms for at least several months following the injection. Some of
these patients’ symptoms were very mild in nature. Cerebrospinal fluid (CSF) obtained from these
patients has typically had an elevated white cell count (usually with a predominance of neutrophils), and
in many cases low glucose and elevated protein. As of October 16, two peripheral joint infections have





been reported. CDC expects that through ongoing patient notification efforts, additional patients with
infections of the joints may come forward.

On September 26, 2012, NECC voluntarily recalled the following lots of methylprednisolone acetate (PF)
80mg/mil:

e Methylprednisolone Acetate (PF) 80 mg/ml Injection, Lot #05212012@68, BUD 11/17/2012
e Methylprednisolone Acetate (PF) 80 mg/ml Injection, Lot #06292012@26, BUD 12/26/2012
¢ Methylprednisolone Acetate (PF) 80 mg/ml Injection, Lot #08102012@51, BUD 2/6/2013

On October 6, NECC expanded its previous recalls to include all products currently in circulation that
were compounded at and distributed from its facility in Framingham, Mass. More information about this
recall is available at the FDA website.

All cases reported as of October 16 have occurred after injections with methylprednisolone acetate
products from one of the three lots recalled on September 26.

FDA MedWatch: Additional NECC Products of Potential Concern

On October 15, FDA released a MedWatch Safety Alert announcing that, as a result of the ongoing
investigation of NECC, a patient with possible fungal meningitis who had received an epidural injection of
triamcinolone acetonide produced by NECC has been identified through active surveillance efforts by
CDC and state health departments and reported to FDA. Triamcinolone acetate is a type of steroid
injectable product made by NECC. As of October 17, there is no laboratory evidence of fungal infection
in this patient. As noted above, all cases of fungal meningitis identified to date have been associated with
methylprednisolone acetate, another similar steroid injectable product distributed by NECC.

In addition, FDA received a report of one cardiac transplant patient with Aspergillus fumigatus infection
who was administered NECC cardioplegic solution, which is used to prevent injury to the heart during
surgery. Investigation of this patient is ongoing; there may be other explanations for this patient’s
Aspergillus infection.

This is preliminary information and CDC does not have firm evidence that infections have been caused by
exposure to NECC products beyond the three previously listed lots of methylprednisolone acetate. Out of
an abundance of caution, FDA has advised clinicians to follow up with patients to whom they have
administered an injectable product, including an ophthalmic drug that is injectable or used in conjunction
with eye surgery, and a cardioplegic solution purchased from or produced by NECC after May 21, 2012.

Clinicians should perform a thorough diagnostic evaluation to exclude infection in those patients who
report signs and symptoms of infection following high-risk exposure to one of these NECC products (e.g.,
exposure of product to sterile body site). If the evaluation of these patients is suggestive of fungal
infection, please consult existing CDC treatment guidance
http://www.cdc.gov/hai/outbreaks/clinicians/index.html. Consultation with an infectious disease specialist
is strongly encouraged to help make treatment decisions in these cases.

Products from NECC can be identified by markings that indicate New England Compounding Center by
name or by its acronym (NECC), and/or the company logo that can be accessed here. Additional
information about the MedWatch Safety Alert notice is available on the FDA website.
Recommendations for Clinicians

CDC and FDA have three recommendations for clinicians.





1. Clinicians should contact (by phone or in person) any patient who had an injection (e.g., spinal, joint)
after May 21, 2012, using any of the following three recalled lots of preservative-free
methylprednisolone acetate (80mg/ml) produced by NECC, to determine if they are having
symptoms:

o Methylprednisolone Acetate (PF) 80mg/ml Injection, Lot# 05212012@68, BUD 11/17/2012
o Methylprednisolone Acetate (PF) 80mg/ml Injection, Lot#06292012@26, BUD 12/26/2012
o Methylprednisolone Acetate (PF) 80mg/ml Injection, Lot# 08102012@51, BUD 2/6/2013

Symptoms that should prompt diagnostic evaluation include fever, new or worsening headache, neck
stiffness, sensitivity to light, new weakness or numbness, increasing pain, redness or swelling at
injection site. Some of the symptoms of patients who have ultimately been diagnosed with fungal
meningitis have been mild and not classic for meningitis (e.g., new or worsening headache without
fever or neck stiffness).

2. Healthcare professionals should cease use of any product produced by NECC, all of which have
been recalled.

o Through its investigation of the NECC facility, FDA cannot confirm the sterility of any of the NECC
products. On October 15, FDA issued a MedWatch Safety Alert advising clinicians to follow-up
with patients who received an injectable NECC product, including an ophthalmic drug that is
injectable or used in conjunction with eye surgery, and a cardioplegic solution purchased from or
produced by NECC after May 21, 2012. Clinicians are also requested to report any suspected
adverse events following use of these products to FDA's MedWatch program at 1-800-332-1088
or www.fda.gov/medwatch

As in the past, CDC continues to recommend that clinicians remain vigilant for any possible adverse
events related to the use of any NECC product. Clinicians are encouraged to report such events to
their state public health department.

3. CDC will continue to update clinical guidance as more information becomes available. As of October
16, CDC has updated clinician guidance addressing:

o Interim Treatment Guidance for Central Nervous System (CNS) and/or Parameningeal Infections
Associated with Injection of Potentially Contaminated Steroid Products

o Interim Treatment Guidance for Septic Arthritis Associated with Injection of Potentially
Contaminated Steroid Products

o Interim Guidance for Management of Asymptomatic Persons Exposed to Potentially
Contaminated Steroid Products

o Diagnostic Testing for Septic Arthritis and Specimen Submission to CDC — Outbreak Associated
with Injection of Potentially Contaminated Steroid Products

o Instructions for Clinicians Regarding Diagnostic Testing and Specimen Shipping for Central
Nervous System and/or Parameningeal Infections

o Role of Antifungal Prophylaxis in Asymptomatic Patients

CDC Case Definitions

The current investigation is a rapidly evolving situation and information about cases continues to be
updated. For the most recent information about case definitions, please see CDC'’s clinical guidance web





page at http://www.cdc.gov/hai/outbreaks/clinicians/casedef multistate outbreak.html.

Additional Information

e Multistate Fungal Meningitis Outbreak Investigation

o MMWR Early Release: Multistate Outbreak of Fungal Infection Associated with Injection of
Methylprednisolone Acetate Solution from a Single Compounding Pharmacy — United States, 2012.

e (CDC HAN Advisory: Meningitis and Stroke Associated with Potentially Contaminated Product

e (CDC HAN Advisory: Update: Multistate Outbreak of Meningitis and Stroke Associated with
Potentially Contaminated Steroid Medication

e (CDC Website on Fungal Diseases

o FDA Statement on Fungal Meningitis Outbreak

The Centers for Disease Control and Prevention (CDC) protects people's health and safety by preventing
and controlling diseases and injuries; enhances health decisions by providing credible information on
critical health issues; and promotes healthy living through strong partnerships with local, national, and
international organizations.

DEPARTMENT OF HEALTH AND HUMAN SERVICES
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Health Alert conveys the highest level of importance; warrants immediate action or attention.
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Variant Influenza A (H3N2) in Somerset County

DATE: Sept. 4, 2012
TO: Health Alert Network
FROM: Eli N. Avila, MD, JD, MPH, FCLM
Secretary of Health
SUBJECT: Variant Influenza A (H3N2) in Somerset County
DISTRIBUTION: Statewide
LOCATION:
STREET ADDRESS:
COUNTY:
MUNICIPALITY:
ZIP CODE:
This transmission is a “Health Advisory” provides important information for a specific incident or
situation; may not require immediate action.

HOSPITALS: PLEASE SHARE WITH ALL MEDICAL, PEDIATRIC, INFECTION CONTROL,
NURSING AND LABORATORY STAFF IN YOUR HOSPITAL

EMS COUNCILS: PLEASE DISTRIBUTE AS APPROPRIATE
FQHCs: PLEASE DISTRIBUTE AS APPROPRIATE
LOCAL HEALTH JURISDICTIONS: PLEASE DISTRIBUTE AS APPROPRIATE

PROFESSIONAL ORGANIZATIONS: PLEASE DISTRIBUTE TO YOUR MEMBERSHIP

The Pennsylvania Department of Health (PADOH) has confirmed illness due to variant influenza
A H3N2 virus (H3N2v) in two children who participated in the Somerset County Fair that took
place from August 18-25". The children experienced typical influenza like illness (ILI) and had
no complications. This is the second cluster of H3N2v infections seen in Pennsylvania. Earlier
in August, this virus caused illness in youths who patrticipated in the nearby Huntingdon County
Fair. As of September 3", there are 9 confirmed cases and 29 probable cases in

Pennsylvania. lllness has occurred in persons in close contact with swine.

As the fair season in Pennsylvania extends into early October, there are additional opportunities
for persons to come in contact with pigs that may be carrying this virus. PADOH therefore
recommends that health care providers consider the diagnosis of H3N2v in persons with
influenza-like iliness and obtain appropriate diagnostic specimens. This infection should be
strongly considered in persons with recent contact with swine or attendance at an event where
swine were exhibited. In persons in whom the diagnosis is suspected, a rapid assay should be
performed and providers should contact their local health department or PADOH for additional
diagnostic and epidemiologic support. Rapid tests may be insensitive for this virus. Therefore,
specimens should still be submitted to the PADOH Bureau of Laboratories from persons in
whom the diagnosis is strongly suspected.
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Nationwide, a total of 288 illnesses due to this virus have been reported in 10 states, including
the neighboring states of Maryland, Ohio, and West Virginia. More than 90 percent of all
illnesses have occurred in children <18 years of age, and there have been only a small number
of instances of limited person-to-person transmission in households. There have been 15 (5%)
hospitalizations and one fatality, demonstrating that illness with this virus can be severe in
children.

The neuraminidase inhibitors oseltamivir and zanamivir can be used to treat any patient with
H3N2v infection, and treatment is strongly encouraged for patients with this infection who are at
high risk or complications or require hospitalization. Treatment should be started as soon as
possible, but antiviral drugs can be administered any time during the course of iliness in persons
with severe disease.

Most children in Pennsylvania have now started the 2012-13 school year, raising concerns
about potential introduction of this virus into school settings. Any child with influenza-like illness
should be kept at home. If such illness is identified at school, the ill child should be removed
from the classroom and sent home. Since H3N2v virus has demonstrated only limited person-
to-person spread, the risk for widespread transmission in schools is presently low. Therefore,
children diagnosed with this infection may return to school 24 hours after becoming afebrile and
off of antipyretic medications.

All attendees at agricultural fairs should take precautions to reduce their risk of zoonotic
infections from live animals, including swine. Hands should be washed after visiting live animal
exhibits, and visitors and participants should avoid consuming food or beverages and placing
objects in their mouth in these areas. The Centers for Disease Control and Prevention has
recommended that persons at high risk of complications from influenza avoid areas where live
pigs are exhibited to reduce their risk of exposure to H3N2v. This includes children <5 years of
age, pregnant women, persons with compromised immune systems, and those with certain
chronic underlying health conditions.

Updates on H3N2v can be found on the PADOH web site at www.health.state.pa.us and at the
CDC web site at www.cdc.gov. PADOH can be reached at 1-877-PA-HEALTH or the Bureau of
Epidemiology can be contacted at 717-787-3350.

Categories of Health Alert messages:

Health Alert: conveys the highest level of importance; warrants immediate action or attention.
Health Advisory: provides important information for a specific incident or situation; may not require immediate action.
Health Update: provides updated information regarding an incident or situation; unlikely to require immediate action.

This information is current as of Sept. 4, 2012 but may be modified in the future.
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Updated Sexually Transmitted Diseases (STD) Treatment Guidelines: Oral Cephalosporins,
No Longer a Recommended Treatment for Gonococcal Infections

DATE: Aug. 23, 2012
TO: Health Alert Network
FROM: Eli N. Avila, MD, JD, MPH, FCLM
Secretary of Health
SUBJECT: Updated Sexually Transmitted Diseases (STD) Treatment

Guidelines: Oral Cephalosporins, No Longer a Recommended
Treatment for Gonococcal Infections

DISTRIBUTION: Statewide
LOCATION: Statewide
STREET ADDRESS: | n/a
COUNTY: n/a
MUNICIPALITY: n/a
ZIP CODE: n/a

This transmission is a “Health Advisory” provides important information for a specific incident or
situation; may not require immediate action.

HOSPITALS: PLEASE SHARE WITH ALL MEDICAL, PEDIATRIC, INFECTION CONTROL,
NURSING AND LABORATORY STAFF IN YOUR HOSPITAL

EMS COUNCILS: PLEASE DISTRIBUTE AS APPROPRIATE

FQHCs: PLEASE DISTRIBUTE AS APPROPRIATE

LOCAL HEALTH JURISDICTIONS: PLEASE DISTRIBUTE AS APPROPRIATE
PROFESSIONAL ORGANIZATIONS: PLEASE DISTRIBUTE TO YOUR MEMBERSHIP

Gonorrhea is a major cause of serious reproductive complications in women and can facilitate
human immunodeficiency virus (HIV) transmission. Effective treatment is a cornerstone of U.S.
gonorrhea control efforts, but treatment of gonorrhea has been complicated by the ability of
Neisseria gonorrhoeae to develop antimicrobial resistance.

Effective August 9, 2012, the Centers for Disease Control and Prevention (CDC) no longer
recommends the oral antibiotic cefixime as a first-line treatment option for gonorrhea in the
United States because of the possibility that the bacteria which causes gonorrhea is becoming
resistant to the drug. The change was prompted by recent trends in laboratory data showing that
cefixime, marketed under the brand name Suprax, is becoming less effective in treating this
sexually transmitted disease.
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This change leaves only the injectable antibiotic ceftriaxone for treating uncomplicated
urogenital, anorectal, and pharyngeal gonorrhea. In order to improve treatment efficacy and
potentially delay emergence and spread of resistance to cephalosporins, CDC is also
recommending that all individuals treated for gonorrhea with ceftriaxone also get treated with a
second antimicrobial (either azithromycin as a single 1-g oral dose or doxycycline 100 mg orally
twice daily for 7 days).

New Statewide Treatment Recommendation for Gonorrhea

In accordance with the Revised CDC STD Treatment Guidelines, the new treatment for
gonorrhea is:

Ceftriaxone 250mg intramuscular , Plus One of the Following Antimicrobials

Azithromycin 1 gram single oral dose
Or

Doxycycline 100mg orally twice daily for 7 days

Statewide Follow-up Recommendations

1.

STD service providers statewide are strongly encouraged to ask clients about their
sexual practices and offer throat and rectal cultures when indicated. In addition, patients
should be asked about any sexual contact with persons who have traveled to, or reside
in, Hawaii, the West Coast or outside the United States. The risk of resistant gonorrhea
infections acquired in these areas is high; therefore, these patients should be carefully
followed to ensure adequate response to therapy.

A test of cure by culture is recommended for any patient with persistent symptoms after
therapy with a cephalosporin antibiotic.

All gonorrhea positive cultures should be tested for drug resistance, including
cephalosporin resistance.

Any suspected treatment failure should be reported to the Pennsylvania Department of
Health within 24 hours of identification. Providers can report suspected resistant cases to
717-787-3981, Monday through Friday from 7:30 AM to 5:00 PM.

The PA Department of Health maintains a network of STD clinical sites that have the
ability to perform gonorrhea cultures and antimicrobial susceptibility testing. All STD
services offered at these sites are free and confidential. Please call one of the numbers
below for further information and assistance in making appropriate referrals.

For all patients with gonorrhea, every effort should be made to ensure that the patients'
sex partners from the preceding 60 days are evaluated and treated for gonorrhea with the
above recommended treatment regimen.
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Additional Information

Physicians needing additional information are asked to call the following numbers:

The Pennsylvania Department of Health
Bureau of Communicable Diseases
Division of TB/STD

STD Program

(717) 787-3981

7:30 A.M. — 5:00 P.M.

The Philadelphia Department of Public Health
Division of Disease Control

STD Control Program

(215) 685-6737

8:30 A.M.-5:00 P.M.

Pennsylvania Department of Health
Bureau of Laboratories

110 Pickering Way

Exton, PA 19341-1310

Phone: 484-870-6416

Fax: 610.450.1932
www.health.state.pa.us/labs

Additional Web Links
Additional information on resistant gonorrhea and treatment can be found online at:
www.cdc.gov/std/treatment

Categories of Health Alert messages:

Health Alert: conveys the highest level of importance; warrants immediate action or attention.
Health Advisory: provides important information for a specific incident or situation; may not require immediate action.
Health Update: provides updated information regarding an incident or situation; unlikely to require immediate action.

This information is current as of August 23, 2012, but may be modified in the future.
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